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MNepiAnyn

AcBevns 67 €TV e 10topIkd oakxapwdous diantn tinou Il npocnibe Adyw emANNUKWOY KpioEwy Kal npod-
o(pans oEelas eyKATAOTAONS YUXWOIKWY ekdnAmoewy. Katd tn didpkeia ths voonAeias tou napatnphnkav
€NWOUVOI PUIKOl onacpol pumv twv avw AKpwv Kal Tou BwpakKIKoU TOIXMPATOS. XTN YayvnuKAh Topoypagia
eykapdnou aneikoviotnke diaxutn BAARN 010 KEVIPIKO TUNPA TNS YEPUPAS KAl TwV EYKEPANIKWDY OKEAWY,
pe augnpévo onpa ous T2/FLAIR akofouBies, nepiopiopd tns didxuons (otnv akodouBia DWI), napouaia
Hikpoaipoppayl®v (otnv akodouBia SWI) kal onpeia pe okiaypagikn evioxuon. Alevepynbnke eKtevns pya-
otNPIKOS KAl AneiKovIotukos dIayvwaotikds €Qeyxos yid peupatonoyikd, Aolpwon kal veonAdopatkd voon-
pata, o onoios Atav apvntkés eva 6ev napatnpnBnkav nAektpoutikés diatapaxés. O aoBevns napouaciaoe
autopat kAvikn BeAtiwon xwpis va AdRer eidikn Bepaneia, npiv aképua odokANpwBei o éAgyxos yia auto-
dvooa voonuatd. Xtov 0pd tou aoBevous aveupébn auénpévos TitAos aviowpdtwy évavt Twv Unodoxéwv
s ynukivns (GlyR-Abs), odnywvtas otn didyvwon tns otefexiaias eykepanitudas, eV o €Agyxos OTo YKEPa-
Aovwtuaio uypd htav apvnukés. H napoUoa neplypadhn nePIoTAtKoU avadeikvUel Ta AnEIKOVIOTKE EUpAPATa
oe aoBevn pe otenexiaia eykepanituda, Beukd avuowpata évavu unodoxéwv yAukivns Kal autdpatn Ugpson/
UnoxwpeNon tns cupntwpatodoyias.

Né€eis Kieidia: Tienexiaia Eykepaniuda, Mayvnukn topoypagia eykepdnou, Avuompatd évavu twv unodoxéwv
s yAukivns
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ABSTRACT

A 67-year-old man with diabetes mellitus presented due to epileptic seizures and acute psychosis. During
hospitalization painful spasms of upper-limb- and thoracic-muscles were developed. Diffuse T2/FLAIR-
hyperintense lesion in central pons and cerebral-peducles with diffusion-restriction, microhemorrhages
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and gadolinium enhancement was depicted in brain-MRI. Electrolyte levels were within normal range
and further diagnostic work-up, including rheumatic/infectious/neoplastic diseases was negative. The
patient showed spontaneous clinical improvement without specific treatment, before the screening for
autoimmune diseases was complete. GlyR-Abs were positive only in serum, leading to the diagnosis of
brainstem-encephalitis. This case highlights the radiological findings of brainstem-encephalitis with positive

GlyR-Abs and spontaneous remission.
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CASE PRESENTATION

A 67-year-old man presented to our Emergency
Department due to epileptic seizure and acute psy-
chosis; myalgia and subfebrile temperature were also
reported during the past week. His medical history
included diabetes mellitus type Il. In the postictal
period neurological examination revealed right he-
miparesis, dysarthria and bilateral pyramidal signs.
During hospitalization the patient developed pain-
ful spasms of upper-limb- and thorax-muscles, with
spontaneous remission.

Brain-MRI demonstrated diffuse T2/FLAIR-
hyperintense lesion in central pons and cerebral-
peducles with partial diffusion-restriction and
microhemorrhages (Figure 1: Panels A-F). MRI-
Angiography, including vessel-wall sequences did
not show any signs of vascular stenosis or vasculitis
and MRI-Spectroscopy - findings were not indicative
of malignancy. Electroencephalography showed
mild diffuse abnormal activity, without epileptic
discharges.

Electrolyte levels were normal and the cerebrospinal-
fluid (CSF)- analysis revealed mild pleocytosis (24 cells)
with normal protein and glucose levels. There were
no oligoclonal bands and the cytological analysis of
CSF did not reveal any malignancy.

Quantiferon test and CSF-PCR analysis for
Mycobacterium Tuberculosis, Herpes-Simplex-
Virus I/ll, Cytomegalovirus, Varizella-Zoster-Virus,
Epstein-Barr-Virus, Enterovirus and Cryptococcus
were negative. Results of serological tests including
human immunodeficiency virus antibody/antigen,
Venereal Disease Research Laboratory (VDRL), Coxiella
burnetii, Leptospira, Borrelia and Brucella antibodies
were also negative. Rheumatologic workup including
anticardiolipin/ b2-glycoprotein antibodies, lupus
anticoagulant, antinuclear antibodies, antineutrophil
cytoplasmic antibody, C3 and C4 complement levels
and serum angiotensin converting enzyme revealed
unremarkable results. The screening for neoplastic
diseases, including whole-body CT and FDG-PET CT,
was unremarkable and the results from the protein
electrophoresis were within normal range.

After about 15 days of symptomatic onset the
patient showed a spontaneous clinical improvement
without specific treatment. Later and after the clinical

Figure 1 Radiologic Findings in GlyR-Abs
Brainstem Encephalitis

Figure - Legend

Baseline-MRI:

T2-weighted (Panel A) and Fluid-Attenuated Inversion
Recovery Sequences (Panel B) showed hyperintense lesion
in the pons. Susceptibility-Weighted Imaging depicted
microbleeds in brainstem (Panel C). Partial Diffusion
Restriction was documented in the pons(Panel D & E). Central
located scarce gadolinium enhancement was also present
(Panel F).

Follow-up MRI, 6 months later:

T2-weighted (Panel a) and Fluid-Attenuated Inversion Recovery
Sequences (Panel b) showed partial remission of the lesion
in pons. Microbleeds in brainstem, depicted in Susceptibility
Weighted Imaging remain without remarkable change (Panel
). Diffusion-Weighted-Image shows no restriction (Panel d).

Archives of Clinical Neurology 32:3-2023, 27-29



An uncommon cause of brainstem encephalitis with spontaneous remission:

Anti-Glycine Receptor Antibody Encephalitis

29

improvement the results of the diagnostic work-up
revealed positive Glycine-Receptor-Antibodies in
serum (GlyR-Abs, Titer:1/100) and negative in CSF.
Other antibodies, including GAD, VGKC, anti-AQP4,
anti-MOG, amphiphysin, CV2, Hu, PNMA2, Reco-
verin, Ri, SOX1, Yo, zic4, Tr, Titin, anti-CASPR2, anti-
LGI1, anti-NMDAR, anti-AMPAR1,2, anti-GABADR,
anti-mGIuR5, anti-DPPX, anti-GQ1b were negative.

The patient was diagnosed with brainstem ence-
phalitis with positive GlyR-Abs. Follow-up Brain MR
in 3 and 6 months revealed progressive resolution of
the lesion. (Figure 1: Panels a-d)

DISCUSSION

Glycine-Receptor is an inhibitory post-synaptic re-
ceptor, mainly distributed in the spinal cord, brains-
tem and cerebellum but also found in hippocampus,
striatum and cortex. GlyR activity has been shown to
control neurophysiological functions such as motor
coordination, respiratory control, muscle tone, as
well as pain processing.[

GlyR-Antibodies were first described in a patient
with severe progressive encephalomyelitis with rigidity
and myoclonus in 2008.% Since then in different
case series the GlyR-Abs have been associated with
two characteristic neurological syndromes, PERM
and Stiff-Person-Syndrome."! Recently more clinical
syndromes, such as brainstem encephalitis, epilep-
sy, acute disseminated encephalomyelitis with optic
neuritis, optic neuritis and cognitive decline have
been also described in patients with GlyR-Abs.24 In
about 10% of the patient with GlyR-Abs a tumor,
such as thymoma or Hodgkin’s lymphoma can be de-
tected. Immunotherapy is the most common strategy
to manage these patients, started with high-dose
intravenous methyl-prednisolone, and followed by
plasma exchange or intravenous immunoglobulin,
or both. In first- and second-line therapy resistant
cases other treatment such as cyclophosphamide or
rituximab have also been used.>#!

Our patient presented with psychiatric disturban-
ces, myalgia and epileptic seizure and during hospi-
talization he had episodes with painful spasms of
upper-limb- and thorax-muscles. Radiological fin-
dings with a characteristic lesion in central pons and
cerebral-peducles was a first trigger to think about
pontine myelinolysis, without however electrolyte
disturbances. After an extensive work-up GlyR-Abs
were found positive only in serum and the clinical
and radiological findings were attributed to an auto-
immune encephalitis. The patient without specific
treatment had a progressive clinical and radiological
improvement. The titer of GlyR-Abs in serum remains
at the same level six months later without detection
of Abs in CSF. Almost one year after diagnosis the
patient remains asymptomatic and the follow-up
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Brain-MRI shows a resolution of this lesion.

To the best of our knowledge this is the first publis-
hed case with characteristic Brain-MRI-Images com-
patible with brainstem encephalitis and positive GlyR-
Abs. This is as well the first case with spontaneous
clinical and radiological remission. Our “watch and
wait” therapeutic approach is unusual for patients
with autoimmune encephalitis, since the majority
receives early after the diagnosis immunotherapy.
Further research would be meaningful, in order to
specify in more detail the different phenotypes and
the progress of the patients with encephalitis due
to GlyR-Abs.
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